Supplementary file 1:
In order to make monomeric α-syn at a concentration of 86.45 µM, we initially make a stock of 172.9 µM. Equal volumes of 172.9 µM stock and PBS were mixed to get the 86.45 µM monomeric α-syn solution.
For making, 1% seeding sample, initially a stock solution of α-syn at a concentration of 172.9 µM with 2% PFFs is made. Equal volumes of this solution are mixed with PBS to get 86.45 µM with 1% PFFs. In a similar way, for making 0.5% seeding sample, initially a stock solution of α-syn at a concentration of 172.9 µM with 1% PFFs is made. Equal volumes of this solution are mixed with PBS to get 86.45 µM with 0.5% PFFs.
In order to make 0.5% seeding samples with the compounds, equal volumes of α-syn at a concentration of 172.9 µM with 1% PFFs are mixed with 345.8 µM compound solution.
This will result in a solution with 86.45 µM with 0.5% PFFs and 172.9 µM compounds. Native gels, western blotting and quantification: To obtain mechanistic clues into the manner in which select drugs that showed protection in Drosophila reduced toxicity from α-syn, we examined monomeric and aggregated species of the toxic protein in dissected fly eyes as described below. Post-fluorescence imaging, dissected fly heads were homogenized for use with the NativePAGE™ Novex® Bis-Tris Gel System (Life Technologies), per the manufacturer's recommendations. Fly heads were mechnaically disrupted in 4X Native sample buffer. Lysates were centrifuged at 20,000 × g for 30 minutes at 4 °C, then the supernatant was loaded onto gradient 3-12% pre-cast Native gels (BN1003BOX, Life Technologies) and proteins were electrophoresed in 1X light blue Cathode buffer containing 0.5% NativePAGE™ Cathode Additive (BN2002, Life Technologies). Proteins were transferred onto a PVDF membrane and detected using anti-α-syn antibody (SC-7011-R, Santa Cruz, Biotechnology; 1:500). Anti-tubulin antibody (Sigma Aldrich; 1:5000) was used as loading control. Peroxidase conjugated secondary antibodies: goat anti-rabbit and goat anti-mouse (Jackson Immunoresearch; 1:5000) were used for visualization using chemiluminiscence (Clarity TM Western ECL Substrate, BioRad) on a CCD-equipped VersaDoc 5000MP system (Bio-Rad). The signals from the western blot were quantified using the Quantity One Software (Bio-Rad) with global noise reduction and using non-saturated blots as described before 1-4 . 
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Transmission Electron Microscopy Study
Further TEM study was carried out to observe whether any aggregates are formed by the compounds themselves. As shown in Figure 4 , the TEM analysis of solution of compounds D-519 and D-520 at the same concentration as used in the inhibition study (172.9 µM) shows no formation of aggregates by the compounds alone. 
